















































第3章 腎臓への放射能集積量を低減する11In-DTPA-octreoti血誘導体 ･- 63
第 1節 酸性アミノ酸の導入により負電荷を付与した11In-DTPA-
octreotideの腎臓への集積量の低減 ･･- ･- - ･
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因は cijTPA を用いた DTPA骨格の導入反応において､分子間架橋結合が生じ
るためであると考えられる｡
-21-
             O iO 20 30 40                 Retention Time (min)
Figure 1-4. Analytical HPLC ehrematogram ef DTPA-D-Phe-Cys(Acm)-Phe-
D-Trp-Lys-Thr-Cys(Aem)-Thr-ol.
           O 10 20 30 40               Retentipn Time (min)
                                                 '       'Figure 1-5; Analytical HPLC chromatogiam of DTPA-D-Phei-oetreotide.
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Figllre 1-6. Radioactivity chromatograms of iiiln-DTPA-D-Phei-oetreotide on analytical










り返 して保護ペプチ ド鎖を延長 し､D-Phe-Cys(Acm)-Phe-D-Trp-Lys(Boc)-
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た｡流速 1.OmU minで､最初の15分間は5% メタノール､続く10分間でメ
タノ-ルを5から55%へと直線勾配で増加させ､最後の25分間を55%メタノ











































































い分析した｡体重 28-30gの 6週齢 ddY系雄性マウスに 11In-DTPAID-Phel
octreotideの溶液 (150トL,0.1pg)を尾静脈より投与し､1､3､24時間後に屠
殺､開腹した後､大静脈より酵素阻害剤を含む緩衝液を潅流した｡なお､緩衝
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結合体 .(中間代謝軌 保持時間 13-27分)､11b-DTPA-D-Phe(最終代謝物;保持
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酢酸エチル (60mL)で抽出した後､有機層を 10% クエン酸水溶液 (60mL)､






















DTPA-L-Met-O甲 鍵起 臥 蜘 Phe心Hの代わりに Fmoc心 Met-OH を使
用し,Fr払 D一鞄阜ユー出血忠盛由 と同株にして合成したCまた､ヨウ素酸化は､80%
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Figptre 2-7. CAE (A) and reversed-phase HI}LC :(B) rbdiochromatograms of iiilri-






























aJIS IOmin 30min ih 3h 6l
0.53 0.08C O･05 0･03
(0･ll) (0.01) (0･01) (0･01)
1.26 1.48 1.50 0.81
(0.13) (0.24) (0.47) (0･I3)
15.89 12.82C 9.44 2･83
(3･45) (1.80) (LS0) (1loo)
0.66 0.67 1.03 0.87
(0.24) (0.10) (0.31) (0･54)
1.74 1.88 1.31 1.21
(0.62) (0.5g) (0.54) (0･82)
0.43C 0.20C 0.14C 0.16
(0.03) (0.叫 (0.05) (0･01)
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Figure 2-10. CAE (A) and reversed-phase HPLC (B) radiochrOlnatograms of kidney homo-
ge~atesat24 h postinjectionof I11ln-DTPA-L-Phe1-octreotide and 111In-DTPA-L~Metl­
octreotide.Thekidney homogenates were analyzed in t~eabsence(closed circle, solid line)
or in the presence (open Circle, broken line) of l11ln-DTPA-L-Phe or lllIn~DTPA-L-Metfor
lllIn-DTPA-L-Phe1-octreotide or ll1In-DTPA-L-Metl-octreotide, respectively. The kidney
homogenateswerealso an.a:lyZed in the presence of I11ln;;DTPA (open triangle, solid line).
- 55-
Table 2-5 Radiolabeled species in the kidney and urine after administration of






percentage of radioactivity a
1llIn-DTPA-L-Phel-octreotide
14.36 (0.26) 0.67 (0.52) 0.15 (0.22)
25.77 (0.62) 3.88 (0.21) 0.00 (0.01)
57.14 (0.69) 93.65 (0.42) 96.55 (0.03)







intact 10.76 (1.21) 0.20 (0.04) 0.15 (0:10) 80.32 (5.66)
intennediates 29.68 (2.47) 1.81 (0.02) 0.39 (0.11) 6.79 (0.30)
final metabolism 54.90 (4.03) 94.93 (0.14) 91.23 (0.19) 10.75 (4.69)
others b 2.38 (0.18) 2.45 (0.01) 7.07 (0.01) 0.94 (0.67)
RRadiolabeled species in each fraction determined by reversed-phase HPLC analyses.
Mean (s.d.) of three experiments. bRadiolabeled species eluted at earlier retention times
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Figure 2-11. Subcellular fractionation of the kidn~y at 1 (AJand 24 h(B) postinjection
ofll11n..DTPA-L-Phe~-()ctteotide in mice. Fractio."s werecollectedfrODl the top of the
gradientandassaYet:l for radioactivity (.); lysosoID.aJclJZyme,j:\-galactosidase (A);
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111Pn．DTPA－D－Pheエーoctreotide　　t隻me（min）0 15 25 50．
血e仕La皿ol（％）　　5 5 55’ ’55・・
叫In－DTPA－L－Pheエーoctreo廿de　　　ti田e（min）0 15 25 ・50
methano正（％）　　5 5 60 60
111Ph－DTP：A．一L一『しysエーoctreotide　’time（血n）0 10 25 50
methanol（％）　　00 45 ．45
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